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m^t is claimed IS: 

1 . A method for destabilizing non-specific duplex formation 
between an oligonucleotide and a target nucleic acid, comprising an incubation 
of said target nucleic acid with a modified oligonucleotide, wherein said modified 
oligonucleotide comprises a homopolymeric sequence having a modification 
which decreases or abrogates hydrogen bonding between said modified 
oligonucleotide and non-specific target sequences. 

2. The method of claim 1 , wherein said modification is at 
least one universal base incorporated into said homopolymeric sequence. 

3. The method of claim 2. wherein said universal base is 3- 

nitropyrrole. 

4. The method of one of claims 1-3, wherein said 
oligonucleotide is a homopolymer comprising at least one nucleotide 
modification. 

5. A method for increasing the proportion of full length 
cDNA clones in a library, comprising a use of a modified oligo d(T) during first 
strand synthesis, wherein said modified oligo d(T) comprises a modification 
which decreases or abrogates hydrogen bonding between said modified oligo 
d(T) and a non-specific target sequence, thereby increasing the proportion of full 

25 length cDNA clones. 
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6. The method of claim 5, wherein said modification is at 
least one universal base incorporated into said oligo d(T). 

7. The method of claim 6, wherein said universal base is 3- 

5 nitropyrrole. 

8. The method of claim 5, wherein said modification is at 
least one chemically modified nucleoside incorporated into said oligo d(T). 
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9. The method of claim 5, wherein said modification is at 
least one base analog incorporated into said oligo d(T). 

10. The method of claim 9, wherein said base analog is 

inosine. 

11. The method of claim 5, wherein said modification is at 
least one mismatch incorporated into said oligo d(T). 

12. The method of claim 5, wherein said modification is a 
20 phosphate or ribose modification incorporated into said oligo 6(1). 

13. The method according to one of claims 5 to 12, wherein 
an enzyme capable of RNA-dependent DMA polymerization is used for said first 
strand synthesis. 

14. The method according to one of claims 5 to 12, wherein 
an enzyme capable of RNA-dependent RNA polymerization is used for said first 
strand synthesis. 
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15. The method according to claim 14, wherein said enzyme 
is a reverse transcriptase selected from the group consisting of avian 
myoblastoid virus reverse transcriptase, murine moloney leukemia virus reverse 
transcriptase, and human immuno deficiency virus reverse transcriptase. 

16. A kit for the synthesis of cDNA, said kit comprising a 
modified oligo d(T) primer, wherein said modified oligonucleotide includes a 
modification which decreases or abrogates hydrogen bonding between same 
and non-specific target sequences. 

17. A method for reducing mispriming events during DNA 
synthesis comprising a use of a modified oligonucleotide to prime said DNA 
synthesis, wherein said modified oligonucleotide comprises a homopolymeric 
sequence having a modification which decreases or abrogates hydrogen 
bonding between said modified oligonucleotide and a non-specific target 
sequence, thereby reducing mispriming events, while maintaining a formation 
of a duplex with a bona fide homopolymeric target sequence. 

18. The method of claim 17, wherein said modification is at 
20 least one universal base incorporated into said homopolymeric sequence. 

19. The method of claim 18, wherein said universal base is 

3-nitropyrrole. 
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20. The method of claims 17, 18 or 19, wherein said 
oligonucleotide is a homopolymer. 
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21. A method for reducing mispriming during 5' RACE 
comprising a use of a modified oligonucleotide to prime said 5" RACE, wherein . 
said modified oligonucleotide comprises a homopolymeric sequence having a 
modification which decreases or abrogates hydrogen bonding between said 

5 modified oligonucleotide and a non-specific target sequence, thereby reducing 
mispriming events while maintaining a formation of a duplex with a bona fide 
homopolymeric target sequence. 

22. The method of claim 21 , wherein said modification is at 
10 least one universal base incorporated into said homopolymeric sequence. 

23. The method of claim 21 , wherein said universal base is 

3-nitropyrrole. 

1 2 4 Tne met hod of claim 21 , wherein said modification is at 

least one chemically modified nucleoside incorporated into said homopolymeric 
sequence. 

25. The method of claim 21 , wherein said modification is at 
20 least one base analog incorporated into said homopolymeric sequence. 

26. The method of claim 25, wherein said base analog is 

inosine. 
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27. The method of claim 21 , wherein said modification is at 
least one mismatch incorporated into said homopolymeric sequence. 
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28 The method of claim 21 , wherein said modification is a 
phosphate or ribose modification destabilizing mismatch recognition . 
incorporated into said homopolymeric sequence. 

29 A kit for 5 1 RACE comprising a modified oligonucleotide 
primer, comprising a homoooiymenc sequence having a modification which 
decreases or abrogates hydrogen bonding between said mod,fied 
oligonucleotide and non-specific target sequences. 

30 A method for reducing mispriming during 3' RACE 
comprising a priming of said 3' RACE with a modified oligonucleotide, wherein 
said modified oligonucleotide comprises a homopolymeric sequence havng a 
modification which decreases or abrogates hydrogen bonding between sa,d 
modified oligonucleotide and a non-specific target sequence, thereby reducing 
mispriming events whiie maintaining a formation of a dupiex «h a bona fide 
homopolymeric target sequence. 

31 The method of claim 30, wherein said modification is at 
,east one universal base incorporated into said homopolymeric sequence. 

32 A method for generating bona fide genetic markers 
comprising a use of a modified oligonudeotide to prime from homopolymeric 
stretches, wherein said modified oligonucleotide comprises a homopolymenc 
sequence having a modification which decreases or abrogates hydrogen 
bonding between said modtfed oligonucleotide and non-speafic target 
sequences. 
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33 The method of claim 32, wherein said modified 
oligonucleotide primes from an internal A-rich region in an A.u repeat. 

34 A method for stabilizing duplex formation between an 

oligonucleotide^^ 
of said target homopoiym^^^^ 
^modified Cigonucleotide comprises a homopolymeric tract hav.ng a 
.edification which decreases or abrogates hydrogen bonding between same 
and non-specific target sequences. 

35 A method for reducing mispriming during sequencing 
comprisingauseofamodifed oligonucleotide to prime DNA synthesis, wherein 
alod L oligonucleotide comprises a homopolymeric sequence havng 
lodiLon which decreases or abrogates hydrogen bonding between same 
15 and non-specific target sequences. 

36 A method to improve the discrimination between a 
^otanoii^dese.uenceto.s^enedhor^po^-- 
vereuS a non-homopolymeric tract comprising an insert ,nto a homopoiymenc 

TeLses or afroga.es bonding betv«en same and sa,d non- 

homopoiymenc tract. 

37 A method for increasing the proportion of full length 
25 oDNAc^inal^comphsi^auseofamodifiedoligonudeo^duhng 

*L strand synthesis from a J end-tailed first stra* product. *here,n sa,d 
ZZL oligon combes a h»opo,ymenc sequence havtng 

H. Jwhich decreases or abrogates hydrogen bonding b«*een sa. 
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modified oligo and a non-specific target sequence, thereby increasing the 
proportion of full length cDNA clones. 



